Applicarion No. 10/510,643 Docket No.: 022290.0120PTUS 

Amendrnenc dated Atgust 4, 2008 
Replyto Office Action of Februarys, 2008 

AMENDMENTS TO THE CLAIMS 

1. (Currently Amended) Suspension A suspension of microcapsules in an aqueous 
liquid phase that allows [[the]] modified release of at least one active principle (excluding 
omoxioillin) and is intended for oral administration, wherein said suspension ohomotorizod in 
^ate [[■ it]] comprises a plurality of microcapsules and an aqueous liquid phase, wherein the 
aqueous liquid phase is saturated or becomes saturated with active principle(s') on contact with 
the micro capsules, and wherein each microcapsule comprises consisting of 

(a) a core containing comprising at least one active principl efs). wherein none of the at 
least one active principlefs) is amoxicillin ( e xcluding amoxicillin) and [[of]] 

(b) a film coating that: [[•]] £i} is applied to the core, [[•]] £ii} controls the modified 
release of the active principle(s) in gastrointestinal tract fluids. [[»]] and (iii) comprises ^s-a 
oompoBition oorrosponding to on e of tho following throo fomilioa A, B and C : 

[[♦1 A -]] £1} at least one film-forming polymer (PI) insoluble in [[the]] gastrointestinal 
tract fluids, present in an amount of 50 to 90 and preferably of 50 to 80 % by dry weight[[,]] 
based on the total weight of the coating composition, and consisting of wherein at least one of 
said at lea st one fil m-forming polymer (Pit is a at loaat one water-insoluble cellulose derivative; 

[[♦2A --]] £2} at least one nitrogen-containing polymer (P2) present in an amount of 2 to 
25 and preferably of 5 to 15 % by dry weight[[,]] based on the total weight of the coating 
composition, and conaiating of wherein at least one of said at least one nitrogen-containing 
polymer (P2) is selected from the group consisting of: at loaot one polyacrylamide^ and/or poly- 
N-vinylamide^ and[[/ or]] poly-N-viayllactam; 

[[♦3A --]] £3} at least one plasticizer present in an amount of 2 to 20 and preferably of 1 
to 15 % by dry weight[[,]] based on the total weight of the coating composition, and consisting of 
at least on e of tho following compound s : wherein at least one of said at least one plasticizer is 
selected firom the group consisting of: g lycerol esters, phthalates, citrates, sebacates, cetyl 
alcohol esterSi and castor oil; and 

[[♦4A --]] £4) at least one surfactant [[and/]]or lubricant present in an amount of 2 to 20 
and profcmbly of 1 to 15 % by dry weight[[,]] based on the total weight of the coating 
composition, and wherein at least one of said at least one surfactant or lubricant is selected from 
the group consisting of: anionic surfactants^ and/or non-ionic surfactants^ and[[/ or]] lubricants, 
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and mixtures thereo f it boing possibl e for said agent to oomprise only ono or a mixture of th e 

abovo mentioned products; 
[['^]] Family B 

[H]4B — at least ono hydrophilic polymor oarrying groups ionized at noutral pH and 
preferably sel e ct e d from cellulose dorivativos; 

[[~]]3B — at l e ast on e hydrophobic oompoimd diff e r e nt from A; 
[[^]] Family C 

[[♦]]4€ — at l e ast one fihn forming polym e r insolubl e in [[th e ]] gastrointestinal tmot 

[[♦]]3€ — at least ono water-soluble polymer; 
[[♦]]^€ — at least ono plastioizer; 

[[♦]]4€ — optionally at least one surfactant / lubricant profembly selootod from the 
following group of products: [[~]] anionic surfactants; [[~]] Qnd/or non ionic surfactants, 
[[■]] and the liquid phase is satumtod or becomes satumtod with active prinoiplo(3) on contact 
with the microcapsules . 

2. (Currently Amended) The suspension Susp e nsion according to claim 1, wherein 
characteriz e d in that the families A, B and C from which th e constituents of the coating 

[[■=>]] Family A 

[[♦1 A -]] at least one of the at least one film-forming polymer (PI) is selected from the 
group consisting of ethyl cellulose and[[/or]] cellulose acetate; 

[[♦2A --]] at least one of the at least one nitrogen-co ntainin p polymer (P2) is selected 
from the group consisting of polyacrylamide and[[/or]] polyvinylpyrrolidone; 

[[♦3A -]] at least one of the at least one plasticizer is castor oil; 

[[♦4A -]] at least one of the at least one surfactant or lubricant is selected from the group 
consisting of: an alkali metal or allcalino earth metal salt of fatty acids, an alkaline earth metal 
salt of fatty acids, stearic acid, and^or oleic acid boing preferred , a polyethoxylated sorbitan 
ester, a polyethoxylated castor oil derivative, a stearate, preferably calcixrai, magnesiimi, 
aluminium or zinc stearate, a stearylfumarate, preferably sodium stearylfumarate, [[or]] glycerol 
behenate, taken individually or in a mixture with one another; and mixtures thereof. 
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F o mil y B 

[♦]]^ 

[~]] o e llulose aootato phthalato; 
[~] j hydroxypropyl mothyl cellulose phthalat e ; 
[~]] hydroxypropyl m e thyl cellulose acetate aucoinato; 




[[♦]]3G 

[[~]] water soluble colluloso dorivativos; 
[[~]] polyaorylatnido3; 
[[~]] poly N vinylamidoa; 
[[~]] poly N vinyllaotoms; 
[[~]] polyvinyl alooholo (PVA); 
[[~]] polyoxyothylonea (POE); 

[[~]] pol>'\'inylpyiTolidono3 (PVP) (the latter being proforrcd); 

[[~]] aiid mixturoa thereof; 

[[♦]]5€ 

[[~]] glycorol and its ostora, preferably from the following subgroup: aeetylatod 
glycoridoa, glycerol monoateomte, glyceryl triacetate and glycerol tributyrate; 
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[[~]] phihalatoa, profombly from tho following aubgroup: dibutyl phthalato, diethyl 
phthtdato, dimethyl phlhalate and diootyl phthalato; 

[[~]] citratea, profombly from th e following subgroup: aootyltributyl citrato, aoot>4triothyl 
citrate, tributyl citrato and triothyl oitmte; 

[ [~] J sobacatcs, pr e fembly from tho following subgroup: diethyl a e bacato and dibutyl 

[HJ vogotablo oils; 

[[~]] ftimQmto3, profombly diethyl fumomto; 
[[~]] malat03, preferably diethyl malato; 
[[~]] oxalato3, profombly diethyl oxalate; 
[[~]] 3uooinatea, profombly dibutyl sueeinato; 

[[~]] malonatea, prefembly diethyl malonato; 
[H]€tttiftj 

[[~]] ca9tor oil (this boing partioularly preferred); 

[ [~]] and mixtures thc^ eef^ 

[[♦]]4€ 

[[~]] allcali metal or allcohne earth m e tal salts of fatty aoids, stearic and/or oleie uoid boing 

[[~]] polyothoxylated oils, profombly polyothoxylated hydrogenatod eastor oil; 
polyoxyothylono/polyoxypropylono copolymers; 

polyothoxylated sorbitan ostcra; 
polyothoxylatod caator oil dcrivativog; 

stoamtcs, preferably calcium, magnesium, aluminium or zinc stearate; 
atoarylfumaratos, preferably sodium stearylfumamto; 
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glyo e rol b e honato; 
and mixturea thoroof. 

3 . (Currently Amended) The suspension Susp e nsion according to claim 1 ee-i, 
charactoriz e d in that wherein the film coating consists of a single layer. 

4. (Currently Amended) The suspension Susp e nsion according to claim 1, wherein 
said suspension choracterizod in that it contains comprises [[: -]] 30 to 95% by weight aad 
preferably 60 to 85^0 by weight of hquid phase (advantageously water) ; [[-]]aiid 5 to 70% by 
weight and proforably 15 to 40% by weight of microcapsules. 

5. (Currently Amended) The suspension Susponsion according to claim 1 , 
ohoraotorizod in that tho amount of aolvont liquid phase (proforably water) for tho active 
prinoiplo(3) is suoh that wherein the proportion of dissolved active principle(s) originating from 
the microcapsules is less than or equal to 15% and proforably loss than or equal to 5% by weighty 
based on of the total weight of the active principle(s) contained in the microcapsules. 

6. (Cancelled) 

7. (Currently Amended) The suspension Susp e nsion according to claim 1 [[6]], 
ohomotoriz e d in that it is wherein the active principle(s) contained in the microcapsules 
satumto saturates the liquid phase. 

8. (Currently Amended) The suspension Su s p e nsion according to claim 1 , 
ohorootorizod in that it is wherein the aqueous liquid phase is at least partially and profombly 
totally saturated with active principle(s) by means of non-encapsulated active principle(s) prior 
to the incorporation of the microcapsules into #h9 the aqueous liquid phase. 

9. (Currently Amended) The suspension Susponsion according to any one of claims 
claim 1 to 8, chamotorizod in that wherein t he microcapsules have a particle size less than or 
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equal to 1000 micron s, pr e f e rably of botwoon 200 and 8 00 miorona and portioulorly profombly of 
b e tw ee n 200 and 600 miorona . 

10. (Currently Amended) The suspension Suaponsion according to any one of claims 
claim 1 to 9. oharaoterizod in that wherein t h e film coating repres e nts fi-om 1 to 50% a»d 



1 1 . (Currently Amended) The suspension Suspension according to claim 10, 
characterized by having an in vitro release profile obtained using a type II apparatus according to 
the European Pharmacopoeia 3rd edition, in a phosphate buffer medium of pH 6.8 and at a 
temperature of 37°C, such that: [[►]] the proportion PI of active principle(s) released during the 
first 15 minutes of the dissolution test is such that: PI < 15 profordbly PI < 5 ; and [[►]] the 
remaining active principle(s) is (are) released over a period such that the release time of 50% by 
weight of AP (ti/2) is defined as follows (in hours): 0.5 < tm < 30 profombly 0.5 < U s^Q^. 

12. (Currently Amended) The suspension Suspension according to any one of claims 
claim 1 to 1 1, oharaoterizod in that [[: -]] wherein the initial in vitro release profile Pfi obtained 
just after suspension of the microcapsules in the solvent (pr e f e rably aqueous liquid [[)]] phase, 
measured using a type II apparatus according to the European Pharmacopoeia 3rd edition, in a 
phosphate buffer medium of pH 6.8, at a temperature of 37°C, [[-]]and the in vitro release profile 
Pfio obtained 10 days after suspension of the microcapsules in the solv e nt (pr e f e rably aqueous 
liquid [[)]] phase, measured using a type II apparatus according to the European Pharmacopoeia 
3rd edition, in a phosphate buffer medium of pH 6.8, at a temperature of 37°C, are similar. 

13. (Currently Amended) The suspension Sugponsion according to any ono of claim 
[[s]] 1 to 12, ohflrootorizod in that wherein [[its]] &e pH of the suspension is arbitrarily acidic or 



14. (Currently Amended) The suspension Suspension according to any ono of claim 
[[s]] 1 chamctorizcd in that it wherein the suspension comprises at least one rheology modifier. 




of the total weight of the coated microcapsules ifi film 




neutral. 
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15. (Currently Amended) The suspension Suop e naion according to any one of claim 

[[s]] 1 to I'l charact e rized in that it wherein the suspension further comprises at least one agent 
for modifying the solubility of the active principle(s) in the solv e nt (proforably aqueous [[)]] 
liquid phase. 

16. (Currently Amended) The suspension Susp e nsion according to any one of claim 
[[s]] 1 to 15. ohoractcrizod in that it contams wherein the suspension further comprises at least 
one additive selected from the group comprising consisting of: surfactants, colourants, 
dispersants, preservatives, taste improvers, flavourings, sweeteners, antioxidants, and mixtures 
thereof 

17. (Currently Amended) The suspension Susp e nsion according to onv ono ofolaims 
claim 1 to 16, ohoraotorizod in that wherein at least one of t he at least one active principle(s) 
belongs (belong) to at least ono of tho following fomilios of aotivo substances: is selected from 
the group consisting of: antiulcer drugs, antidiabetics, anticoagulants, antithrombics, 
hypolipidaemics, antiarrhythmics, vasodilators, antiangina drugs, antihypertensives, 
vasoprotectors, fertility promoters, labour inducers and inhibitors, contraceptives, antibiotics, 
antiftingals, antivirals, anticancer drugs, anti-inflammatories, analgesics, antiepileptics, 
antiparkinsonism drugs, neuroleptics, hypnotics, anxiolytics, psychostimulants, antimigraine 
drugs, antidepressants, antitussives, antihistamines, and antiallergic s: and wherein none of the at 
least one active principlefs) is amoxicillin . 

1 8. (Currently Amended) The suspension Suspension according to claim 1 7, 
ohamotorizod in that tho AP wherein at least one of the at least one active principle(s) is selected 
from the following compound s group consisting of : pentoxifylline, prazosin, aciclovir, 
nifedipine, diltiazem, naproxen, ibuprofen, flurbiprofen, ketoprofen, fenoprofen, indomethacin, 
diclofenac, fentiazac, oestradiol valerate, metoprolol, sulpiride, captopril, cimetidine, 
zidovudine, nicardipine, terfenadine, atenolol, salbutamol, carbamazepine, ranitidine, enalapril, 
simvastatin, fluoxetine, alprazolam, famotidine, ganciclovir, famciclovir, spironolactone, 5-asa, 
quinidine, perindopril, morphine, pentazocine, metformin, paracetamol, omeprazole, 
metoclopramide, atenolol, salbutamol morphine, verapamil, erythromycin, caffeine, furosemide, 
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cephalosporins, montelukast, valaciclovir, ascorbic acid salts, diazepam, theophylline, 

ciprofloxacin, vancomycin, aminoglycosides, penicillins (oxcopt for amoxicillin) and mixturea 
■fe^ee f: and wherein none of the at least one active principlefs) is amoxicillin . 

1 9 . (Currently Amended) Drug, A drug comprising ohoraotorizod in that it comprises 
a suspension according to onyonoof oloims claim 1 te-l^. 

20. (Currently Amended) Drug, chomot e riz e d in that it compris e s a A kit for 
preparing the suspension according to any ono of claims claim 1 [[to 18]], wherein said kit 
oontainin g comprises : 

[[-^microcapsules in substantially dry form-ee^^iHg comprising the active principle(s) 
for saturating the liquid phase with active principle(s) once the [[two]] solid form and liquid 
phase[[s]] have been brought into contact; 

[[-]] flnd/or a mixture of microcapsules in substantially dry form containing the active 
principle(s) in the dose that is just necessary for modified release, together with immediate- 
release uncoated active principle(s) in a necessary and sufficient dose to saturate the liquid phase 
with active principle(s) once the saturation dose of active principle(s) and the Uquid phase have 
been brought into contact; 

[[-]]e»d the liquid phase; 

ond/or at least part of the ingredients usefiil for its preparation;[[,]] and/or 
the protocol for preparation of the suspension: or 
combinations thereof 

21 . (New) The suspension according to claim 4, wherein said suspension comprises 
60 to 85% by weight of liquid phase. 

22. (New) The suspension according to claim 4, wherein said suspension comprises 
15 to 40% by weight of microcapsules. 
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23. (New) The suspension according to claim 1 , wherein the proportion of dissolved 
active principle(s) originating from the microcapsules is less than or equal to 5% by weight of 
the total weight of the active principle(s) contained in the microcapsules. 

24. (New) The suspension according to claim 1 wherein the microcapsules have a 
particle size of between 200 and 800 microns. 

25. (New) The suspension according to claim 1 wherem the microcapsules have a 
particle size of between 200 and 600 microns. 

26. (New) The suspension according to claim 1 wherein from 5 to 40% of the total 
weight of the coated microcapsules is fihn coating. 

27. (New) The suspension according to claim 1 1 , wherein the proportion PI of active 
principle(s) released during the first 15 minutes of the dissolution test is such that: PI < 5 and the 
remaining active principle(s) is (are) released over a period such that the release time of 50% by 
weight of AP (tm) is defined as follows (in hours): 0.5 < tm < 20. 
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